: _'Th‘e'cllnlcal sUpply lot-numbe'r ofthe

. bul mlconazole nitrate. (1200 m”“
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, ‘8 2 2 Trlal # 2 Study 97 006 — A Single-Blind Safety and Efflcacy Study :
- Comparing a Single Dose (1200 mg) Miconazole Nitrate Vaglnal-to

MONISTATE 7 ‘Vaginal Cream (100 mg M|conazole Nrtrate) in the Treatment

: ; 1 of Vulvovaglnal Candrdrasrs (VVC)

: '-‘f i MO Comment Study 97 006 is the second of the two plvotal phase 3
- clinicat studres The protocol objectives and study desngn are virtually -
ldentlcal to Study 96-002. Therefore in the following sections - :
descnbmg Study 97-008, the reader will be referred to the appropriate
- section of the description of Study 96-002. Where differences occur,
they will be noted The study results for 97- 006 will be described in

o .f. thelr entnrety

Study 97- 006 took place from May 1997 to December 1997

ObJectuve/Ratlonale

R The study objective was the same as stated for Study 96 002 Please see
: sectlon 8 2 1 page 15 of thrs report : R

_,‘Desrg

The study desngn was the same as stated for Study 96 002. Please see

ik sectlon '8.2. 1 i page 15 of this report.

' Study 97 006 enrolled a total of 280 patients. The study lnvolved 17

renters all Wlthm the US

study was C597 099 o
manufactured the =
_ for Study 97 006

o .‘._The cllnlcal supply lot number of the MONISTATO External Vulvar Cream

‘packaged with the 1200 mg soft gel vaginal insert was CS97-092.

The cllnlcal supply lot number for the MONISTAT®7 Vaginal Cream used in
Study 97-006 was C€S97-090.

Protocol Overview:

SR -~ The: study procedures, evaluability criteria, endpoints, and statistical analyses_’ S
O were the same for Study 97-006. as they were for Study 96-002. Please see -

page 15 of thls report for a detauled descrlptlon of these elements of the
protocol. Sl :

APPEARS THIS WAY ON ORIGINAL




e

NDA 20:968: " Page 57 of 108

v 'Demographlcs L

Comparisons of the age and race dlstnbutrons for the two treatment

groups are provnded m Table 39

Table 39: Basellne Demographlcs Age and Race; by Treatment Group in
' The Populatlon of Patients Valid for Safety ’

FIER Ve Treatment Group
Characteristic 1200 moil MONISTAT® 7

- Age ‘(yrs ).

Mean. 355 . 370

Range . A7=750 0 17-76

: Standard Devratlon 936 134

o Rmwe oN % oN (%)

White. . 94/138 (68.1) - . 97/133 (72.9) .

‘Black . 25/138 (18.1) = 24/133° (18.0) .
“Hispanic . 13/138 (19.4) - - 9/133 (6.8

COther o0 B/138 (14.3) 37133 (2.3} -

. “Oral contrageptive use ___34/138_ (24.6) ____26/133_ (19.5)_

" ladapted from Applicant's table 3a, Vol. 1.9, p. 08-000333) -

The two groups are similar with regards to age, race,.and oral contraceptive
use:” The rates of intercourse and condom use were comparable between

the two treatment arms.  The Applicant also. analyzed the data for the

E evaluable for efficacy population. The results. were sum|lar to the mformatlon
SR presented above for the evaluab|e for safety populatuon ' -

PR Dlsease severlty at admtSs:on was compared for the two treatment groups Sl
- (Table 40) : S

S Table 40. Drsease Severity at Admission by Treatment Group in the Population of

. Patients Valid for Safety

Treatment Group

el 2zooms I MONISTAT® 7
Disease Severity n/N~ {%) n/N {%)

Very mild:. v 3/138 ( 2.2). 1/133 ( 0.8)

. Mild - S - - 91/138 (65.9) 95/133 (71.4)

Moderate - . 41/138 . {29.7) 35/133 {26.3)
Severe .- - 3/138 H{ 2.2) 2/133 ( 1.5)

{(adapted from the Applicant’s table 3a, Vol., 1.9, p. 08-000333)
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The dlstnbutlon of dnsease seventy is S|mrlar in each of the treatment groups.
Table 40 provndes dataon the valid for safety. patient populatlon Srmrlar
results were found in the vahd tfor. efflcacy populatton

Eva|uab|||ty SRR : ' :
A total of 280 patrents were enrolled in the study (142 in the 1200 mg -
arm and 138 in the MONISTAT® 7 arm). .-All'but: 9: patients: were evaluable '
for safety (4 patnents from the: 1200 mg -arm and 5 from the': S
MONISTAT® 7 arm). Two patients, both in the. 1200 mg_arm did not

use the study medication and the remalmng 7 were lost to follow -up and:
provrded no safety infarmation.

Compa’rable numbers of patients were evaluab|e':f'or effiéacy at Return Visit 1°

and overall.” Table 41 below provndes ‘the number of patlents |n each of the
evaluable populatlons ’ e SR

Table 41. Summary of Pauent Eva]uabrhty by Tredtmcnt Group

- MCN'(1200 mg) MONISTAT”7(2%MCN)

S T . Vaginal [l Vaginal Cream "TOTAL
Evaliability -~ 2.7 0 | % n % no| %
Total enrolled : 142 138 280 | -
Evaluable for safety . . 138 97.2 133 96.4 271 | 968
Evaluable for RV1 efficacy 111 Lo 782 o 94 . - . 68.1. 205 | 73.2
Evaluable for overall 104 [ 732 S 90 652 194 | 693 |
efficacy* - i : ‘ BT TR R

(Applrcant s table 1V from vol, 1 9, p08- 000309)
evaluable for RV1 and RV2

The reasons that patients were non-evaluable are shown in Table 42.. The
most frequent reason patiénts were non-evaluable was the category of

negative or missing KOH smear or BiGGY culture for Candida species on -
admission.” The other frequent reasons for non-evaluability were did not -
return for visits 1 and/or 2, use of prohibited medication, improper use of
study medication, and tampon use. Table 42 provides additional details on™
prlmary reasons for non evaluabrhty

E APPEARS THIS WAY ON ORIGINAL
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{ © .. Table 42. Primary Reason for Non-Evaluability by Treatment Arm e
L ’ ’ SRR AT : Treatment
£ 120"0.__mg_r "MONISTAT® 7
. B IN=142)* |- (N=138)*
Primary Reason for Non-Evaluability n o (%) n (%)
Did not use study medication. . 2 1.4 0 0.0
Lost to follow-up- after admission 2 14 5 3.6 .
--.-Total non-evaluable for safety 4. 2.8 5 3.6
No signs or symptoms on admission : 1 007 0 0.0 -
Negatlve or mlssmg smear or culture for Cand/da sp. 9 631 14 10.1
on admission . PR : = L
Neisseria gonorrhea culture: posmve or mlssmg L 204 | 0.7
Other vaginal infection on admission. . 1 0.7 0] 0.0
Did:not returnfor visit 1 and 2. : : 3t 201 w6 4.3.
Tinig to study - medication delayed from admvssnon“,' RS 2.1 3. 22
Used study: medication incorrectly* *:© . 0 0.0 4 2.9
Developed other vaginal infection between - 0 0.0 1 0.7
. | 'admission and return visit 1 . R L BRI
Used-other vulvovaginal drugs; systemic armbnotlcs ST e 208 2 1.4
‘or mvesugauonal drugs between admission arid: N e o '
return visit: 1, : T : :
‘ » Used tampon during study - L 42,8 4 2.9
Missing microbiological data at return wsut 1 0. .-"0.0 4 2.9
SRR Total non-evaluable for efficacy return visit 1 31 21.8 [ 44 31.9
Lost to follow=up after return visit 1 1. .7 .0 0.0
Did not return for return visit 2 -._ 3. 21 | 200 1.4
Developed other vaginal infection betweeri return 8 0.7 0 0.0
_visit 1 and return visit 2. : RS S
Used other: vulvovagmal drugs, systemic antlblOtICS 2 oA ) 2 1.4
or mvestngauonal drugs between return visit 1 and B s
return visit 2.0 R :
Total hon- evalu‘able fbr efﬁcacLoverall 38 :.26,7 | 48 34.8

= (Table derived from the Applicant’s table 2¢, Vol. 1.9, p. 08-000331). -
*The total riumber of: patlents enrolled in each study arm is used as the ”nommal"
" denominator’ for the above percentages. . -

% The categones of *Time to study medication delayed from admission and" and “Used
study medication mcorrectly" capture patients who were non-compliant with study
medication use. Bécause of the temporal hierarchy irvelved in the designated primary
reason for Non- evaluablllty criteria, five patients who. were non-compliant with study

- medication-usé are listed in other primary, reason for non-evaluability categories. In the. - .

120071 mg ovulé arm, patients 2305 and 3003 were non-compliant but also did not return for:
RV1:and RV2 and are therefore listed as “Did not return for visit 1 and 2.7 Similarly, three

- ‘patients in the MONISTAT © 7 arm 'were non-compliant with study medication use but had™

- another primary reason for non-evaluability; patients 1703, 5202, and 5203 did not return
for return visits 1°and 2 'and are listed under the category of “Did not return for visit 1

L andi2” above: Hence, the number of patlents compliant with medication in the evaluable for

P = - safety populatlon was 133/138 (96%) for the 1200 mg ¢ 123133 (92%) for
{ . MONISTAT®7. - . .

w See MO Commenis below
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MO Comiment: In the study report for Study 87-008, the Applicant:

notes that the small number of patients lacking-a Neisseria

gonorrhoeae culture result from admission will not be: excluded from
- the evaluable population. Under the Apphcant s discontinuation -
““¢riteria.as defined in the study report these three should be scored:

-under their respectrve other reasons for non-evaluability. These three L '

- Vpatlents are scored as positive or mrssrng culture for N. gonorrhoeae :
e because of the temporally: based hierarchy of the non-evaluability -
sconng system. Under the Applicant’s further defined analysis plan
- allowing patients with missing Neijsseria gonorrhoeae culture results -
- from admission to remain in the evaluable population, these three - - :
- “would be Aon-evaluable because of subsequent reasons for non-- . e
evaluability. The additional reasons for non- evaluabthty for these R
. three patients were as follows. : g i
“ e Pt’No. 01605 (1 200 mg). - - Did not return for Return Vrsut 2 E
e Pt. No. 01701 (1200 mg) = Used other vulvovaginal drug, = ans
_Usystemic antibiotic, or. lnvestrgatronal drug between - R
S '_j""admlssmn/Return Visit 1 . e
Lo e P No: 02302 (M7C) - Used other vulvovaginal drug, systemrc ol
SR antubrotrc or investigational drug between admission/RV 1.

o MO Comment: Regarding the category desngnated as negatrve or-
“ ‘missing KOH smear or BiGGY culture for Candida sp. on admnssron
'Review-of the KOH smear-data reveals only one patnent in“the trial
~-"who was non-evaluable because of a negatwe KOH smear (Pt. No.
3901, 1200° mg-group) Therefore, the category of * negatlve ,
~or mrssrng KOH smear or BiGGY culture for Candida sp. on:

o admrssmn” represents one patient with a: negatrve KOH smear and (RN

22 patrents wrth negatrve BuGGY cultures at’ admussnon

MO Comment The dlstnbutlon of pnmary reasons for non-'

-~ evaluability do not suggest the introduction of bias that would

" invalidate the interpretation of the efficacy data. Of note is the
greater number of patients with a negative BiGGY culture at the
admission visit in the MONISTAT®7 treatment arm. of the study. The-

" distribution of disease severity in the population of patients evaluable

.. for safety is-similar in the two treatment arms suggesting the

oy increased number of negative BiGGY cultures in the MONISTAT®7 ,
arm may be a chance occurrence. Also of note is that in Study -

- 96-002, the greater number of negative BnGGY cultures was in
1200 mg vagrnal-arm of the study. '
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{ Evaluabulnty by mvestlgator , AT
- ~ The rates of evaluablility at each study center for. RV 1 and RV2 (overall) are
presented m Table 43 and Table 44
' Tab!e 43 Evaluabullty for Effncacy byLStudy Cemer at Return Vusnt 1
R : : - Treatment Group ]
e 1200 mgl : MON]STATO7 Vaginal Crearn
Sl T e . |._Enrolled:: Evaluable at RV1 Enrolled - |- “Evaluable at RVl
Investigator 1D Investigator #: | - (N) . n) -l (hIN%) {N) in) _(nIN%)
Albery. - vis6-1 . | - 2. 2 - 100 1 . 0 . 0
CAVEN- . 1046-1 . 6 6 100 B : 6. | 100 .
: Gilderman ~1160-1 15 15 100 15, 12 80
Harrell .. 1158-1 4 2 50 5 . 0. .. .0
Hassman ... 1152-1 12 8 67 - 11 5. .. 46
Koster - . : 1155-1 14.: 10 71 13 11 85
Loésch . 0116241 i R I 0 R 0 Q 0.
Marbury - 1091-1 .10 .| -~ B S 800 9 4 44
Moftet .. 1128-1 10 . -8 i 800 12 9. . 75
Moore : - 1132-1 11 o Y1 © 1000 9 .. 8 89
Schwebke. - 1159-1 12 T o BB 12 .6 50 .
Swanson S 113141 14 - |. 8 .l B7 15 10 .- 67
Tinsman- .. 11531 . | 8 7 o 88 8 7 88
Trupin- ~ | 10171 [ 7 6 86 7 5 . 71
] Tyled s L - 1163-1 8 7. .7 88 7 6 86.
C o T Waldbaum, 11341 8 .6 . |75 8 5 -~ 63
S [Total _ 142 111 78 138 94 68
O (Table derived from the Applicant’'s data Vol. 1.9, p. 08: 000329) : - .
(An additional investigator, John Ondrejicka, MD: of Jacksonville, FL, was assngned
mvestlgator # 1071 2 but enrolled no panents ) »
. Table 44 Eva!uablhty for Effucacy by Study Center at Return Visit 2
U o Treatrient: Group
7200 mgt |- MONISTAT®7 Vaglnal Cream
. o ST Enrolled - Evaluableiat. Rv2.: _Enrolled Evaluable at RV2 SRR
“Investigator 1D Investigator # {N} {n) n/N%) | (N) - {n) (n/N%) |~
Albery: . 1156-1 2. 2 100 - L [») 0
- [ Aven 1046-1 6 ... B 100 .. - B 6 100
Gilderman 1160-1 15 14 93 oo 15 12 80
Harrell 1158-1 4 2 i .50 . v o B 0 0
Hassman 1152-1 12 8 67 11 .5 46
Koster 1155-1 14 10 ) 71 13 11 85
_Loesch 1162:1 1 .0 0 L 0 0 0
Marbury . -1081-1 - .10 7 : - 70 9 4 44
Moftfet I 1128-1 - 10 . 8 - 80 12 9 .75
Moore: e 1132-1 11 .11 100 9 8 89 .
Schwebke - 1159-1 . 12 Lo 7 58 12 6 50 ..
-Swanson - AR e 14 7 50 15 10 67
Tinsman 1153-1 8 7 88 8 6 75
Trupin-. 10171 7 3 43 7 4 .57
o -Camipbell : , ' e
: Tyler . 1163-1 8 6 75 7 4 \ 57
( -] Waldbaum - © 1134-1 8 6 75 8 5 63:
i Total L 142 104 73 138 30 65

: (Table denved from’ the Apphcant s data Vol. 1.9, p. 08-000329)
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MO Comment Whlle there is some variation.in; the percentage of .
~ patients- evaluable at the different study centers; review of the

L evaluablllty data:along with the cure rates by: study center does not

: ”:?_:demonstrate any trends that would raise concern as to the valudrty of
Uthe data. :

D|scont|nuat|on

The proportion of patients discontinued from the study along with the
prlmary reason for study dlscontrnuatlon is presented in Table 45 below,

Tab]e 45 Number of Panents Drccommued From the Study by anary
' Reason for Drscontmuanon All Paticnts

: Treatment Group . -
MCN (1200 mg) . | \AONISTAT’7 _
o " Vaginal . (2% MCN)Vagm.ﬂ Cream
’ ' o (N=TA2Y L e (N 138y
anary Rcason for Drscontmuauon on. s G - nioi %
“Treatment fmlure . T B2 T e C 2 I v 12.3.
Protocol violation** s e o 160 13 ER v o, 87
Screening failure ¥. . . . oo | o] 28 B § i o 80
Dc\eloped another xnfectlon O I ;) o
requiring treatment* 3 221 4 2.9
Lost to follow-up 3 2.1 3 22
Other 2 14 3 .22
| Patient request due to no lmprovement 0 2007 4 29 .
. ,in symptoms prior to RV1 L : ; s '
Adverse experience . 1 ! 0.7 - .2 | 14
- Total Number of Pauems stcontmued-‘- 30| 382 56 40.6
. Total Number of Patlents Completmg 92 v :'--364‘.851 - 82....1 . 594
Study SRIER : . SRR

(Applicant’s Table 1} from Vol ‘l 9 p 08 000308) : :

- ¥ All-patiénts with. “$creening’ tailure” as their prlmary reason for drscontrnuatlon had
negative BiGGY cultures at' admission.: Only cne: patrent in the study {pt. No. 3901)
hiad a'negative KOH preparation ‘at’ admcss:on Thrs patrent s prrmary reason for
~discontinuation was protocol violation . :

* One ofthe 7 patients with a primary reason for drscontmuanon of “Developed another

- infection uiring treatment” was noted to have trichomoniasis (Pt.'Né. 2903,
1200 m group). The others 6 patlents were all noted to have clue cells on their
. wet preparations at RV 1,

**Table 46. provides a tabulation of the protocol violations that resulted in patient

.- discontinuation by treatment group. :

S Md"Cor“nment'{T‘hé‘re“does not appear to be.any apparent bias

_‘exhibited by the tabulation of reasons for discontinuation. In Study = -

7 97:006, we see a greater number of screening failures in the

. MONISTAT® 7-arm of the study. In the previous study, 96-002,
- there was a reater number of screenmg failures in the 1200 mg
"vagnnal arm of the study, suggestrng chance variation.
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Table 46: Descnptron of: Protocol V|olatxons as the anary Reason for Study
. Discontinuation by Treatment Group '
: e ] Treatment

e T 1200 mg || ™monisTAT®?
Description of Protocol Violation = = - Lo CN=16 0 | N= 12
-Tampon use between admission and RV 3 19 . '3 25
.Received an oral antibacterial. medication 6. |38 | .4 33
Test.for GC not done and admission in the setting of a 4 510225 2. 7
“secondary reason for discontinuation* E T B R
Used: intravaginal:medication (not an anti-infective) 0 Qe | 2% 1017
Used condoms as method of birth control 1 L6 -0 -0
-Had 3 hlstory of 2 eplsodes of vvC m a2- month time cote s e | 000 e 0
Had a negatnve KOH smear, medlcatlon dsspensed LR FER "6 0 )
érror. S . : - O S
Used clotnmazole for atchmg in addmon to study drug <. 0 0 1. 1..8

~Absence of a test for GC alone was not suffruent for discontinuation (see discussion below) -
%7 sea MO Comment Below o

' 'MO Comment One patlent (Pt No 2605) was drscontmued from the
'study because she used an mtravaglnal medlcatron {an estrogen
"preparatton) However, she appears to. have. been erroneously- »
‘retained in the evaluable for eff:cacy populatlon ‘The patient was in.
~ 7 the MONISTAT®7 arm of the study and was an overall clinical,
' microbiological; and therapeutic failure. Inclusion of this one patient -
"~ ‘would not be exp‘ected to change_ th‘e overall study conclusmns.

‘There were nine patlents who did not meet aII of the |nclu5|on cntena .
“enrolled in Study 97-006. Seven of these nine: pat;ents did- nét have a .
“‘culture doneéior a result available for their Ne/sser/a gonorrhoeae culture The
““Applicant notes that the massmg enrollment data, either a culture for
“Neisseria. gonorrhoeae was not done (5) or the results for the cultures were.
“unknown (2). Three of the 7 patients were assigned 1o the 1200 mg vaganal
Il arm of the study (Pt. Nos. 01806, 02201, and 03102): four were
“‘assigned to the MONISTAT® 7 arm (Pt. Nos. 00601, 01105, 02203, and
'02605).. Two of the 9 patients were 17-year-old patients enrolled in the
study despite the minimum age of 18 years specified in the protocol (Pt. No.
’ 00401 MONISTAT® 7 arm; Pt. No. 0140, 1200 mg vagmal-arm

e MO Comment The case report tabulations and comments extracted
from the CRFs for the patients with incomplete results for their S
“cultures for Neisseria gonorrhoeae were reviewed to investigate the =+
reasons for the incomplete data. The comments from the CRFs
suggest that the cultures were inadvertently not obtained in two -
patients. . The'CRF comments note the intention to obtain these
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" cultures at "sUbs'equent'Vi"sits In the other five a:yanety of
- occurrences (unacceptable specrmen rnconclusnve ‘test results,
' laboratory mistake, test for GC not performed at the laboratory,
e specimen not received by the laboratory)-are contalned in‘the: CRF
... comments as potential explanations for the mrssmg data B .
" Cultures for Neisseria gonorrhoeae were: obtamed at the time of -
: admrssron in 266 of the 288 patients enrolled in the’ study Of these
, 266 patients who were cultured, there was a snngle positive culture.
1f this larger populatron is representative:of the' smaller population for
~whom: cultures for-Neisseria gonorrhoeae (GC) ‘were not obtained,
o ~allowing these 7 patients whose only missing admlssron evaluation

" was a missing culture tor GC is not an unreasonable modification.: lt R

“should-however be noted that ideally. the data should be analyzed as
R per the ongmal protocol specmcatlons

: i he study was desrgned to compare ‘the clmrcal mlcroblologlcal and

: f;-therapeutuc response of patrents treated with l‘\/lONISTAT® DUAL:PAK® to ‘
Lt those treated with MONlSTAT®7 Vaginal Cream Cllnlcal ‘and microbiological
‘responses were assessed at Return Visits 1 and 2 The results from the.

“clinical and microbiological responses were' ‘combined. to determine the

- therapeutrc response endpoint. -Results from the endpomts determined at

RV1:and RV2 were combined to form an overall: response category (see the
- 'description-of endpomts for efficacy for further explanatnon p. 22}. In the

3 ":--Vb study report, ‘the Appllcant also provides additional lnformatron wrth regards
S i-'to the: trme to rellef of symptoms ‘

o MO Comment As noted in the study report, the Appllcant wudened

. the-allowable time windows for assessments of patients at RV1 and -
RV2. THe Applicant’s revised wmdows for RV1: and RV2 specn‘led
“‘that patients were non-evaluable if: :

*. RV1 was more than 60 days after therapy was completed and the

_ » therapeutlc response was a failure at RV1
~® " RV2'was less than 20 days after the end of therapy and the 7

S overall therapeutnc response was a cure

: »: RV2 was greater than 60 days after the end of therapy and the

therapeutlc response was not a tailure at RV1, but was a fa|lure ‘

at RV2

The study report specrfled evaluabrllty criteria related to the timing’ of N

- RV1and RV2 differ from the protocol- specified windows for RV1

{Study. Day 15 19) and RVZ (Study Day 35 43) The Medlcal Offlcer ST
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analyzed the number of patrent assessment' t fell outsrde the ;

: ﬁprotocol specrfled wmdows for RV.1 and RV2 (Table 47). The MO

‘ -performed an additional effrcacy analysrs because patlents were

included in the applicant's evaluable: for efflcacy populations at RV1 -

and RV 2 that were evaluated outside of the protocol specified RV 1

“and RV2 windows. These. analyses mclude assessments of clinical,

e microbiological, and therapeutic response rates in the subset of the -

- ‘l'Appllcant s evaluable patlents who were compliant with the protocol
speclfled visit window or in a'second analysis evaluated within = 2
days-of the protocol: specrfled visit-window. These analyses are -

o "presented in‘the sectron rrtled MO Efflcacy Analysis ‘on page 68 ot
this report : .

e Table 47 Proportlon of Patrent Assessments wuthln Varymg Windows for RV1 and RV2, .-

. Treatment Group L
D LTRSS v 1200 mg Insert MONISTAT®7 Cream
Visit Window - ~n/N % NG - %
RV1 (Day 15-19) - 94/111*. 85 [ 81/94* | 86
: cure’'< 35 days . L3 LN B
cire: >43 days 10 i : 7
failure < 35days. ...~ Nt 2 . s 0
failire >43 days : ; 2 : 1 :
,RVT 2 days {Day 13- 21)-' 101/111 %1290 | 90/94* 96
’ cure-<35days .- . | Y S e A 0
cure >43 days. -~ . 6 : 3
‘failure. <35 days B R R ey
: - failure >43 days. - . _ s T e RS
RV2 (Day-35-43). . | 67/87** |77 | 64/74%*% | 86
’ cure. <35 days: . | R TR T 1 :
cure. >43 days . .. . L L R i 6
~failure <35-days - . 4. ’ B 2
ey failure >43 days - B T ST r T
RVZ + 2 days (Day 33-45) 77/87**: 89| 68/74** 92
oo cure < 35days ) 1 j 0 -
cure. >43 days ' 4 S 5
tailure <35'days . : 2 ] ) |
failure >43 days 3 SRR 0

L :.’ * The denominators: for RV1 represent the patlents vahd for efficacy at RV1.
"“The denominators for RV2 represent the patients. valid for efficacy at RV2 that
»~actually underwent an RV2. (Note: Patients valid for efficacy at RV2 who were

declared treatment failures and discontinued from the study prior to RV2 are not
included in the RV2 denominators.)

' Clinical : S T
~ The-Applicant’s clinical, mrcroblologlcal and therapeutrc cure rates at RV1 in L
( patlents valrd for efflcacy at RV1 ‘are presented in Table 48,
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- ",?__Table 48, Summary of the Apphcant s Cure Ra s-by. Treatment Group,
: Patlenls Valid for Efﬁcacy at Retum Visitd 0
. : s - Treatment Group :
Miconazole Nitrate MONISTAT®7 (2% MCN)
(1200 mg) Vaginal - : - Vaginal Cream ‘
e N=111 o N=94 P
| Type of Cure B % ) om »-% E P-value*
‘Clinical: -~~~ 98 8B3 - it 79 84.0
Microbiological - |~ 88 793 b 76 0 809 BRR
| Therapeutic -, LB 739 .| 68 o723 0.92
% The Cochran-Mantel-Haenszél Test, stratified by invcstigalor ‘was used to detect any difference between the treatment groups.

o (Apphcant s Table Vll from Vol 1.9, p 08- 000315)

o The Apphcant calculated 95% confldence mtervals to mvestugate the
S comparablllty of the cure rates for the two treatment groups: The : 3
. differences in the point estlmates ‘and their 95% conhdence mtervals are ; ol
ﬁ‘presented below (Table 49) S SRR

Table 49 leference in the Appllcant § Return Vnsuts 1 ‘Cure’ Rates and 95% Confldence

f'lntervals for Patients Evaluablg for Efficacy at Return Visit1

S Point Estimate of the : 95% Confldence Limits of the
’Respon’se‘:_ - . | Difference in Cure Rates* | . ' Difference in Cure Rates*
Clinical S 4% i { —5%, 14%)
Mlcroblologlcal v i 1 =2% ot {=13%,::9%). 0
Therapeutic 2% : T=11%,.14%) -

.. "The:difference is miconazole nitrate. 1200 mg minus MONISTAT®7

s ; (Table adapted from the Appllcant s data Vol l 9, p. 08- 000354) S

The pomt estimates of the dlfference in the cllnlcal mucroblologlcal and ,
. therapeutic cure rates are contained within the: 95% confidence interval and
o v;’wuthln the lower bound: of the specified delta of =20%. Therefore, the - i
i Applucant s cure rates for clinical, mlcroblologlcal and therapeutlc outcomes

i support that the two treatments produce statlstlcally S|m|lar response rates
eoat R\/1 T e .

’ MO Comment The Statlstlcal Reviewer Cheryl Dixon calculated
confldence intervals with a continuity correction. - Please see her
. review for the analyses. The conclusion regarding equwalence were
B unchanged using confidence intervals with a contmuaty correction’.

e The Applicant's overall clinical, microbiological, and therapeutic cure rates
for patlents evaluable for efficacy overall are presented in Table 50a.
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Table 50a: Summary of the Apphcant s. Overall Cure Rates b_ ' 'vi‘_eatmen'vt'.;G’roup‘;-
Panents Valld for Overall Efﬁcacy L o L

Treatment Group

Mlconazole Nitrate : MONISTAT®7
(1200 mg) Vagmal o

‘N=104
Type of Cure" o : n %

* P-value*
Clinical T2 692 ———
MlCI‘OblOIOglCd] 72 i 692
Therapéutic 64 o 61S

078

* - The Cochran-Mantel-Haenszel Test, stratified by invesrigaror; was used 16 detect any difference between the treatment groups. .

{Applicant’s Table V, from Vol..1.9, p: 08-000312} S

ln order to rnvestrgate the comparabrlrty in the overall chmca| : :
mlcroblologlcal ‘and therapeutic cure rates, the: Apphcant calculated 95% y

confidence intervals for the drfference in the pomt estrmates of the cure
rates (Table 50b) o S :

l’able 50b Drfference in the Applrcant s Overall Cure Rates and 95% Confrdence rmervals
ror Patlents Evaluable tor Efficacy Overali:.: -
- Point Estimate of the | .. 95% COnfidence Limits-of the__
RPsponse Difference in Cure Rates* |~ Difference in Cure Rates*
Clinical. .. e -1% LT (14 % 12%)
Microbiological .- 0% S (213%513%)
Therapeutic 0% . Lo (=13%4:14%)

*The difference is mrconazole nitrate: 1200 mg minus MONISTAT®7 -

(Table adapted fmm the- Applrcant s Table 13, Vol. 1 9 p. 08 000348) '

The pornt estlmate of the drfference in the Apphcant s overall clmrcal _
microbiological, and therapeutic cure rates falls within the respectrve 95% L
confidence interval and is within the lower bound of ~20% as specified by = .
the delta. Therefore the overall clre rates demonstrated statrstrcal srmllarlty
between the treatment groups o

MO Comment The Statlstlcal Reviewer, Cheryl Drxon performed a
modified intent-to-treat (MITT) analysis in order to evaluate efficacy
in‘a MITT population. The results of her MITT analysis found the
1200 mg M to be statistically similar to MONISTAT®7 with
regards to clinical, microbiological, and therapeutic response rates

oveérall-(Table 51).. Please see the Statistician’s Review for details of =

the-analysis
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R

o e :Table 504. Summary of the Apphcant s Ovemll Cure Rates b ea‘tment Gtoup
ol S Pdnents Vahd for Overall Efﬁcacy Gl

- Treatment Group -
Mjconazole Nitrate: .| MONISTAT®7 5
(1200 mg) Vagmal_: ‘Vaginal Cream
3 = N=104: : N=90 - : e
Tvpe ofCu e o G n- " 9. | Pivalue*
Clinical - = : T2 L 692 S 63 7000
. Mlcrobrologtca] : T2 L6920 62 689 Bt
‘Therapeunc s :64..'.:_‘;1 C6LS |58 6L 078
.~ The Cochran-Mantel- Haenszel Test, stratifiéd by i investigator, was used o detect any difference between'the treatment zroup»

_ (Apphcant 5, Table V from Vol. 1 9 p 08 000312)

L in order to mvestlgate the: comparabnllty in-the: overall cllnrcal
mrcrobrologrcal and therapeutlc cure rates; the Apphcant calculated 95

confidence intervals for the: dlfference in the pomt estrmates of the cure
: rates (Table 50b) ’ : L

_ l’able 50b leference in the Applrcant s Overall Cure Rates and 95% Confudence rntervals
for Patrents Evaluable for Efficacy Overall - ‘

: Point Estimate of the . 95% Confldence lelts of the
EEREE Resp‘onse,_ 3 L Drfference in Cure Rates* |~ leference in Cure Rates*
l\ ‘ ClinicaI, L con e =% St 14°/q, 12%)"
BT Microbiological - . | 0% | (113%.13%)
Therapeutic. - =~ | 0% .: . o (=13%,.14%)

. *The difference is miconazole nitrate 1200:mg -mrnus MONISTAT®7
S (Table adapted from the: Applrcant s Table 13 Vol 1.9; H 08: 000348)

'f'j"‘”he pornt estrmate of the dlfference in the Apphcant s overall chnrcal

: »f*mrcrobrologrcal and therapeutic cure rates falls wrthrn the' respectrve 95%
: ?g"confudence mterval and is within the Iower bound of 20% as specified by R
“the delta;- Therefore the overall cure rates demonstrated statlstlcal srmllarlty Fh
i »between the treatment groups : , :

VMO Comment The Statrstlcal Reviewer, Cheryl Drxon performed a o ‘
modified intent-to-treat (MITT) analysis in order to evaluate efficacy

inaMITT. population. The results of her MITT analysis found the = ,

1200 mg M to be statistically similar to MONISTAT®7 with :

- regards to clinical, mlcrobrologrcal and therapeutic response rates

overall (Table 561). Please see the Statistician’s Review for details of " - '{}‘f_'
" the analysis. : RS i

f ( S PR \ppC RS THIS WAY ON ORIGINAL a
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‘,_"Table 51. FDA Statistician’s Overall Cllnlcal Mlcrobrologlcal and Therapeutlc Cure Rates by'

: ‘.Modlfred Intent-to-Treat. Analysis for Studi 97-006

| jf':"For the analysrs of cure » rates at RVl 3 R
RRENN A patlent s RV1 must’ occur within' Study Days 15 19 mclustve G
S : z If the patlent was declared a fallure prior to the specrfred RV1 wmdow, .

Type of Cure.- 7 |- 1200 mg S MTC e Corrected 95% ClI
N (%) o [ N=120_ . . | N=129 L
Clinicat -~ . { .~ 76 {68%).: 27087 %) i e (513 %, 13%)
“Microbiological 78. (59%) 66 (54%) |- . ( -8%,18%)
" Therapeutic. - |- . 68 {52%) 59 (48%) v |- . (-10%,:16%) .

MO Efficacy Analysrs B T . ST
. The MO performed an analysrs to examme cllnlcal mlcroblologlcal and
f-therapeutlc efficacy in the subset of the Appllcant s_evaluable population .
: »whose visits-nccurred within the protocol specified visit windows or in a
“'_”'second analysns within + 2 days of the protocol specrfled wnndows The
i analyses were performed using the: Appllcant 3 assessments of cure, farlure, REEER
SR ,'and mdetermmate The follow:ng crlterla were used to perform the analyses;' ’

the patient is included in the analysis as a failure. S
. if a patient's RV 1 occurred: after StL.dy Day 19, the patre'\t was not

; *- ~included in the: analyS|s regardless ot whether the patrent was scored as SRR

cure, mdetermmate or fallure

N ,Fo. Analysrs of overall cure rates .
1. Patients must meet all of the above crrterla for RVl
1020 RV2 must occur within Study Days 35-43: S T L
3. Patients whose RV2 assessment occurred pnor to the speufled RV2

“window-and who were scored: as failures were: mcluded in'the analysrs

4 ‘M & patient's RV2 occurred after Study: Day 43 the patlent was not . -

mcluded in'the analysis regardless of whether the patient was scored as- |
cure, mdetermlnate or failure.

SO " A secOnd-"ah'aIVSiS'was-performed using the rules above but allowing the
ni f--fpr’o‘tbt:‘ol-’specifle:d’R\_/l and RV2 windows to be widened by + 2 days.

’-‘.‘The results of the MO s analyses are presented for the clmlcal

:;'“’-v_m|crob|olog|cal and therapeutic (composite clinical and microbiological
" results)-cure rates (Table. 52a- ).
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{‘ P None of these addltronal covarrables had a statlstrcally sugmflcant effect on

MO Comment A total of 9 patrents 65_ rears of age and older were :
enrolled in study 97-006 (1200 mg_(B) MONISTAT®7 (3})). The
proportlon of patients 65 years of age and older valid' for overall _
efficacy classified as overall therapeutic cures was 2/4 in the’ 1200 mg ~
ovule group and 1/2 in the MONlSTAT®7 group '

The Appltcant analyzed the secondary vanable of tlme to rehef of symptoms

by. examining' : : S

» - days to relief of vulvovaglnal ltchlng and burmng/trntatlon (days 1-8)

e “proportion of ‘patients reporting no itching: and no burning at RV1

o ‘proportion of patients who: reported |tch|ng or burnrng at RV1 but no -
itching or: burning:at RV2 . S : , :

o proportion of patients who reported ltchlng or burnrng at RV1 and data
for RV2 missing o :

° proportnon of patrents Who reported ltchlng or burnlng at both RVv1 and
V2. e

. proportlon of patlents Who reported no ltchmg or burnmg at Admussuon
andRV1 ‘ EO R S AT ST :

s

the Apphcant presents the foIlowrng data for days to. rellef of |tch|ng and _
burnrng (Table 57). This endpomt is defmed as the first day that relief is_ -
achleved for both ltchlng and burnmg/nrrrtatton : :

Table 57 Cumulattve Days'to Rehef of Itchmg and Burnmg/[mtatron
~ Patients Valid for Overall Efficacy -

Grou :

DAY 2 [

DAY 3

DAY 5

:-:,,DAY- 6

N=100.

L 14

S 14.0%

41

410% |

DAY 4: |

S 51.0%

51

58 .
580%. . |-

63

L 66.0%

DAYT|
6

M7C

=85

T

A |

=19

22.4% -

36.5%

3]

39

45.0%

820 )

59

- 69.4%

6L2%

* = patients exhibiting symptoms at admission
(Applicant’s Table VIl from Vol. 1.9, p. 08-000316)

The Applicant notes that the proportion of patients meeting the criteria for
the relief of-itching and burning when compared at Day 3 is significantly -
different between the two treatment groups (p =0.008). The Applicant also
notes that the median time to relief of symptoms is -3 days for.the

1200 rng- and 4 days for MONISTAT®7.

MO Comment The study was not deS|gned 10 test hypotheses wnth
regards to the. secondary vanable of time to relief of symptoms SR
defmed posz‘ hoc These results should be mterpreted with caution
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I f_ Table 523 MO s Chnlcal Cure Rates by Vlsat Wnndow

: Di'fferénce‘inv

Cure Rate by Treatment Group Differ L
B R 1200 mg MONISTAT®: - | .- Cure Rates - | 95% CI*
_ViSit5:WithW» : ek “Cream : : - e
e N, | % | N[ %
Cure Rate at RV1 R R S . L
RV.1(Day 15:19) - - 83/95 |87 |- 618 B3 4 (-7, 16)
RV 1+ 2 days (Day 13-21)- - 89/102. | 187 . 76/90: . 84 . 3 (-8,14)
Overall Cure Rate R . 5
RV I {Day 15-19) & CSU6T |76 | 4662 74 2 (-15.18)
RV 2 (Day 35-43) e R N .
RV 1+ 2 days (Day 13-21) & sz 60179 |76 54171 76 - 0 -15.15)
+2 days (Day 33: 45) : : L - s
L Table 52b MO s Mlcrobvologlcal Cure Rates by V|5|t Wlndow
S - Cure:Rate by Treatment Group: | Differencein |
RN , 1200 m_ ~ MONISTAT®: Cure Rates- | *95% CI*
Visit"Window L Créam - Rt
S n/N- o ... n/N: o Yo
- | Cure Rate at RV1 T B TR CR . : . §

© [ RV I'(Day 15-19) 75196 [ 18- 6481 | .79 . B -14,12)
RV 1+ 2 days (Day 13-21) 80/102. | 78 73/90 |- 81 3 (-15, 10)
Ovefall i(v,‘vureil.{atc ) L L :

"' RV I {Day 15°19) & 51779 65 S3/80. -| 66 -1 18, 14)
"RV 2 (Day.35-43) - : ﬁ R e : -
RV 1 £ 2 days (Day 13-21) & RV 2 58/88 . | . 66 4774 |64 2 (-14,18)
¥ 72 days (Day 33-45) ‘ ' SO o

- Table 52¢. MO 'S Therapeutlc Cure Rates by VISIt Window:

R : ; G Cure Rate by Treatmént Group: leferencc in ,
o 1200 mg‘ MONISTAT®. | CureRates | 95% CI*:
VlSlt Wmdow Ll C'“m L P
: VN, | % wN- TV %
Cure Ra(e at RV . : . ) R

[RV.1 (Day 15-19) . 69/96 72 56/81 69 3 ¢12,17)
"RV L'+ 2 days (Day 13-21) 74/102 73 65/90 72 1 (13, 14)
Overall Cure Raté b.

RV I'(Day 15-19) & 46/82 56 41773 56 0 (17,11
RV 2 (Day 35-43)"" ) : :

RV '+ 2 days (Day 13-21) & RV 2 | 5391 58 48/82 59 -1 (-16, 16)
% 2 days (Day 13:45) :

*The 95% confidence 1mervnls wuh a contmulty Corrccnon were calculated by the Agency's Slan:ncal Reviewer, Dr )

Chcryl Dixon.”

MO Comment The dufference in the denominator at RV 1 for the RV1
clinical cure ratesis secondary to one patient who was declared a
clinical cure: and a mncrobnologlcal and therapeutic failure prior to RV1:
Hence thls patlent IS mcluded as a failure in the microbiological and




Vb

NDA 20-968

Recurrence Rates ? : : :
-~ The Applicant also mvestlgated recurrence'
“of patients who developed clinical: or micro

~who had prevnously been assessed as overall therapeutlc cures. at RV1
(Table 53) ” : :

" Page 70 0f 108

therapeutro analyses but is not lncluded in the chnncal analysis. The

S differences in denominators at RV2 are secondary to failures being

. ‘carried forward and patients. who were dlscontrnued after belng

_ declared farlures at RV1. For example a patient’ who was declared a

3 :‘-f'_ff'mlcroblologrcal failure and a clinical cure at RV1 would be scored as a
. microbiological- and therapeutic failure at. RV 1, meets the criteria for
IR -?'_‘f’:-duscontlnuatlon from study, and the mlcroblologlcal and therapeutlc

. failure scores would be carried forward to RV2. However, the cure
determination at RV1 is not carried forward and the absence of an RV2
-+ clinical assessment would not allow this patient to be included in the

overall clinical response populatlon because of the absence of a Ollnlcal
o _g»outcome assessment at RV2 ' ‘ ' '

L The results of the MO's' analyses flnds the cl|n|cal mlcroblologlcal and
therapeutlc cure rates statistically similar’ with: ‘the lower bound of the
- confidence interval within the delta of -20%.

These analyses using the ‘
protocol specufled wrndows for RV1 ‘and RV2 corroborate.t e findings of the‘j -

-“:;‘_».j._Appllcant s efficacy: analyses and- support that the OO"‘
- (MONISTAT® DUAL-PAK) is therapeutrcally snmllar“to lts comparator
R lMONlSTATO 7 Vagmal Cream) :

tes by examlnrng the proportlon
’Iogrcal evidence of VVC at RV2

Table 53. Recurrence Rates at Return VlSlt 2 for Patlents Assessed as Overall Therapeutrc

Cures at Return V|S|t 1. (per Applrcant)

.__Recurrence Rate b Treatment Group : :
i -1200 mg | ~ MONISTAT®7 Vaginal Cream;:
Response = = | =" . (N=75) .. _ : "~ (N=64) v :
Category .~ | (n/N) : %) {n/N) %)
Clinical . .- 7/75 9.3 2/64 ‘3.1
Microbiological - 8/75 10.7 8/64 12.5
Therapeutic < 11/75 146 9/64 . 14.1

(Table derived from the Applrcant s Table VI, Vol. 1.9, p. 08- 000314)

2 The overall recurrence rates are within the range of comparable values for
T the two treatment groups.

MO Comment In the first study (96-002) the rates of clinical L
-recurrence were 4.9% for the 1200 mg [Jiilland 10.3% for the
MONISTAT®7 Vagrnal Cream In the current study (37-006) the
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: "'"“"_'treatment groups lTabIe 54)

”":-‘v"(Adapted from the Apphcant s table 9 Vol 1 9; P 08 0‘00340)

, (Adapted from the Apphcant s table 8, Vol 1.9, p. 08-000339)
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drfferences in clinical recurrence rates are reversed suggestrng the
i f':;‘%vdn‘ference observed is Irkely secondary to chance varratlon

MO Comment in this study (97 006) the organlsms obtarned on

- " BiGGY culture were not speciated.. Therefore; it is difficult to assess

o true. relapse the recurrence of the same organism as prevrously
isolated.: Srmllarly, without speciation it is not possible to determine

" if there are certain Cand/da spp that were less responsrve to therapy
“in this study : L

e Fhe overall tnerapeutrc cure’ rates by race were examlned ror each of the

::,»,_'Table 54 Overall Therapeutrc Cure Rate by Race: (per"‘Applrcant)

Overall Therapeutlc ‘Cure Rate . , o

SRR 1200 mg_ MONlSTAT’i‘7 ‘Vaginal Cream

Race S : S IN=104)" S e (N=00),

ST YN gy e T N e g

Caucasran . 4270 - | 60 o = 471168 .| .+ . 60
Black L L YV e ] T B e R QLB | B9
| MHispanic . | 7% e BA ;‘]‘ vl 3'/‘6 BN I 50
“Other. o4, | BO 283 | 67

}': : f“"he overall therapeutrc cure rates for each of the treatment groups stratrfred
~ by race are comparable to the overall therapeutlc cure: rates for the entirs

' f;’..tudy (consrdermg the small number of patients per race. str ata): The

~Applicant performed-a CMH test for overall: therapeutrc cure rate by race -
, »,vf:f-»‘»f'stratrfled by treatiment group and drd not flnd a srgnlflcant dlfference
'*i'(p 0831) o SEeees :

S |he Applrcant also analyzed overall therapeut.c cure rates by drsease seventy ;
(Table 55) : : :
- Table 55 Overall Therapeutrc Cure Rate by Disease Severity (per Apphcant) :
BEs - : Overall Therapeut:c Cure Rate
: _‘ Disease 1200 mg || ... 'MONISTAT®7 Vaginal Cream
Severity - IN=104) SRR (N=90)
. : n/N % e n/N %
Very Mlld 0/1 : 0 0N 0
S Mild , .. "46/73 : - B3 35/62 57
“Moderate . : 1 8/29 - - 62 20/26 77
Severe- .. A N - 0 on 0
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B 'Mlcroblology T SRS ’
Lo Atthe time of admlssuon to the study patlents were evaluated with a KOH
'smear and a BiGGY vagmal culture to confirm the presence of Cand/da sp.:
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~.since they represent analyses deflned posyz‘ hoc In addition; the
-~ 'comparison. of multiple time points in. the"a ove post hoc analy3|s
o “may Iead to an mﬂated Type I error

RO The flndnngs noted for ltchlng and burnmg mvolve subJectuve patlent* o
'reported determinations. “In the current: trial patlents were not. -

blinded to the study medication.” Therefore the potential for b|asedv e

g 'reportmg of symptoms is a p055|b|hty |n thns smgle bhnd study

- Grven the vanablhty as to the time of admlnlstratlon of: the study I
~ medication, the time of recording of symptoms; and the subjectrwty' s
_of the measure, one must question the precision of the methods '
5':,employed to measure the trans‘ent fmdnng C|ted

Guven that the study was' not de>|gned~tc~ assess’ tlme 10 relnef of
' _symptoms the analysis of these secondary varlables were defined L
post hoc; the. multiple analyses perfo*med may result in-an elevated

s Type l'error, the mformatlon that the Apphcantpresents shou|d be
' mterpreted W|th cautlon ' : i

The cu!ture rsolates were not further specuated

C an. results for mlcrobnologlcal response rates are lncluded |n the cllmcal
b'sectnon above SRS o

MO Comment leen the absence of lnformatlon on specnat|on of the g

" myeologlc 1so|ates efflcacy of the treatmerits with regards to
- partlcular Cand/da spp cannot be performed

CAll patnents who recetved study medication and for whom safety data was
~available were analyzed for safety. A total of 9 (4 from the 1200 mg I

‘arm and 5 from the MONISTATO 7 arm of the study) of the 280 patients
enrolled did not'provide safety data. Two patients did not use the study -

b medication (both in the 1200 mg_group) and 7 were lost to follow- up
" without provndlng any safety information. -

= In the patients-evaluable for safety, satisfactory medncatlon compllance was:
. achieved in 96% (133/138) of the patients in the 1200 mg [l group and
- 92% (123/133) of the patients in the MONISTAT® 7 arm of the study. The .
e 5_pat1ents who were aSS|gned to the 1200 mg_were classmed as non--




